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mm* 1 
mM 1 
mmm i 
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0 0 2-2 9 8 7 0 1 ^ ^-v . 

m > 7 ^ - ATB 0 , ^ t J: 19 T ^ y m b 7 ^ 
ATB 0 . -^(Dmmmm^mmir^mnr-^^^ tmm i i::iBmo^BaiiOT 

m-^ms] mnmm^m^mi^^^^^<^'^'^^^^^^ ^^^^ 
1 0 1 T ^ y m h 9 ^ - AT B 0 , +mm^M^'r ^ j 
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^U^2 0 0 2-2 9 8 7 0 1 ^ ^-v I 

[0 0 0 1] 
[0 0 0 2] 

[0 0 0 31 

os^#^j^ i^<omm<Dmm^i>m^vr\^^:h^ h:^^^^^ tt-cv^^ (^#fp:fcm 
2;^t/3#B^) o 

[0 0 0 4] 

mp^^mm^^^^^-^*^-^ mmi^m\>^^^^^}^^^'-'^^^^'^''^^o atbo,+ 

T ^ > is i Z/GARk) . l>nc«:^BEPtp!^K (osmolyte) (^J x. ^ 'J V i3 J: 



aiiE# 2003-3093734 



^^M2 0 0 2-2 9 8 7 0 1 ^ ^->^ 3/ 

[0 0 0 51 

ATB 0 ' + T^y m642^>6^ h^J:^ UmmMMM ^ y^^^X-^ h m^^'XWi 
[0 0 0 6] 

^tz. Jn^,OATB0.+oat'f5T-i3<tt>^^>'^^'^®t^ML'C{i. PCrm^ 
■Xn. 1 ) ^&^^E U^mM-C(iATB 0 . + i; > > ^ tK- ^ - t LTfB«:^ 

[0 0 0 71 

H ht'^3V^-CATB0.+(iJ':i.TOM^'e^mL'CV>^o Master blot (mRNA. Clo 

ntech) ; ^if. mmm m) . mM. m . ^^^^ ^ 

[0 0 0 81 

^/c, -H''i7XlC:j3V^TATBO.+{±J^T<^li§l'e^mb-CV^;i,o Northern blot 

:S:ffife6#fi^). 0. (^T^lSflfl) (Mager, in PharmaConf erence 2001, Inte 

rlaken, Switzerlandl--C%^)o 
[0 0 0 91 

[0 0 1 01 



mm^2 003-3093734 



[2002-298701 ^ : 4/ 



Canapathy.V. ^b^. In Current Topics in Membranes. Ed. Barrett. K.E. and 
Donowitz.M., 2001^. Vol.50, p. 379-412 

Osiecka^b^. J. Pharmacol. Exp. Ther. . 1987^. Vol.242, p.443-449 

Hatanaka'b^, Pharm. Res.. 1999^. Vol.16, p. 1770-1774 

Sloan.J.L.. Mager.S.^. J- Biol. Chem. . 1999^. Vol.274, p. 23740-23745 

Hatanaka'b^. J- Clin. Invest. 2001^. Vol.107, p. 1035-1043 

Hatanakatb^. Biochem. Biophys. Res. Commun.. 2002^. Vol.291, p.291-295 

Nakanishi^^. J. Physiol.. 2001^. Vol.532(2). p.297-304 

Ugawa^^. Am. J. Physiol., 2001^. Vol.281. G365-G370 
10 0 1 11 

[mM i!)mi^ L^xot-r^ urn] 
m}^^>^^'-^ -ATB 0 , + ^^^^^ ^ -t^mnmmmmk m^-x 

[0 0 12] 

Uv>(phenylglycine)li. S^v^ATBO . 

OL-T ^ ^ (alanine) ^ X Xfl^y r ^;VT 7 > (phenylalanine) Kit^^^-T 



Ihmm 2003-3093734 



^pFM2 0 0 2-2 9 8 7 0 1 ^ ^-i^ : 

x-^tv;?, (Hatanaka et al. 2002. J. Pharm. PharmcoDo ^^^^^^ibti. ATBO 

:^^;i*SW60. Hr-29i3J:t>m^^CF-7frC^LT<7)«aii5Si^^^tTofCo 

SW60i-i3V^-r{±L-2-'7i^;i-^*'; J:;5>*fflltJt5il^$IJ^^W*^'^tL7^;6> 
OT_29:5tm«CF-7tCi3V>T(±L-2--7i^;l'^i; >'>2tS^^fi^'&^fl& 
mmnmtmibhMzo RT-PCR<?)^:P:>&-^. MCF-7i3J:OTT29-eiiATB0,+<;o^ 
m^^^^<> SW60tCi5V^Tl±ATBO,+i±:}^m|5lWT"e^o/:ro mJii:^^. L-2--7 

V > \z J: ^^|^ii5iW]0lJ(±. < ATB 0 , 

tgia#t^ i vl i: 76^'^!^^ tLfco 
[0 0 13] 

^:zh\,z^y)^ mmMm^nm-r^^hii^m-^^^^^^^^^^ ^^^^^ 

. z^^mmhKXK^xM.m^ftfz^M.it. r^ymh^>:^^'-^-mo,+(D 
m^^^mm-r^^tKxn. mnmm^mmi.o^^t^^^-ti>(Dx^^o mm 

m^i^. -^mrn. %mm <Dmm(DnmKmm^fi^ ^ ti)^i^^^^^zm^^p'^o 

[0 0 14] 

C2] r < ym>^>^'^'-^-'&^a+i3J:OTl-|gi6MT^ ymb^^^'-^'- 
^J'-T'^^. Cl] Ktm<Dmmmmmmm. 



miE# 2003 — 3093734 



2002-298701 ^ . 

^ - A T B 0 , + U^^-r^ - t i «9 T ^ b ^ >^ ^ - ATB 0 . 
C5] T^y^>^>'>^'K~^-ATB0.+I5a«!^K:d^ L-T^/m. NO 

CIO] T^ymh7>>^'i^"-^5^-ATB0,+[5S#J^^:*^T^ymb^>;^ 
.i.°-^-ATB0.+<7)^m^^tlJ-t-^t?K-e^^. Cn «Bm«0Waii5il?P 

[0 0 15] 

^;;j;5j,»„^_ATB 0,+{±, Na+iSit/Cl-iii&MT^ 7 ^ h ^ >X J}^'- ^ -t? 
^t), pf^tt^/ctim^'ttT^ym^CSloan et al.. J.Biol. Chem. 274. p23740-2 
3745, 1999. Hatanaka et al., J. Clin. Invest. 107. pl035-1043, 200l)> D- 



miiE# 2003-3093734 
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^-i^: 7/ 



>'M(Hatanaka et al., Biochem. Biophys. Res. Conmun. 291, p291-295. 
2002). :^;Vr:^>(Nakanishi et al., J. Physiol. 532.2 . p297-304. 2001) 

[0 0 161 

y/N-iJ^S^n-K-r^a^^T- (GenBankTi5^"fe y>'3 >No. 151978) <Di^mm^\ 
(0 0 17] 

;^:K-^-ATB0,+tl^^L-rT^ymh^>^^-^-ATB0.+O«|^ 

;^tg^ia«i-^^K> r^/mv^>:^*--^-ATBO.+oi§m^WJ-r^ 

IC^-^ L T T ^ / m b 7 > ^ '-3^° - ^ - A T B 0 ' + 0^3i^tg ^ 

^ ^ o 

[0 0 18] 

:$:^0.gfr:::J3lt;&T5/mh9>':^'i-'-^-ATBO.+ia.»t/®fcbTti. m 

ft^bi^K Mci^f-m^lt. NOSia^J. y^=-)V^^)zyy. :^;Vi^^>(Carnitine). 
D-T ^ y U < «±r 5 y (Amino acid-based pr 

odrugs). ^;5.v^t±. rtLib<^il*#^^^J^-t-^-^^^'"^'^^o 
[0 0 19] 

m#5t*^^iti:i-^NOSia««J-e^0. J: O^e^t L< t±L-r;V:¥^^>(argini 



miE# 2003-3093734 



2002-298701 

ne)> I^U v^^Clysin). I^-> > > (citrulline). t /c(±L-:J-;^^ vXomit 

, i^b;!/!;^. L-NNA(NG-nitro-L-arginine). L-NAME(NG-nitro-L- 

arginine methyl ester). L-NMMHA(NG-monomethyl-L-homoarginine). I^NDMA(NG 
, nG' -dimethyl-L-arginine) ^ L-NMEA(NG-monoethyl-L-arginine) > L-NMMA (NG-mo 
nomethyl-L-arginine)> L-NABE(NG-L-nitro-L-arginine benzyl ester) > L-NIL( 
L_n6- (1-iminoethyl) -lysine) . L-TC(L-thioci trul 1 ine) . L-ftfTCCS-methyl-L-th 
iocitrul 1 ine) > L-NI0(L-N5- (1-iminoethyl) -ornithine) ^ GGA( a -guanidinoglu 
taric acid), tfz it iJ i'y'^^^y (can.svanine)'^^ ^ o 
[0 0 2 0] 

^ L < \tL-2-y x.=^}v^^) V v-e^^o 

[0 0 2 11 

[0 0 2 2] 

tfz^ :$:f&§gtCi3tt'&D-T^ y^(amino acids) hLTti. ^GFt L<{iD-T7 
^v(alanine). D--ti; > (serine). D-;>{ > (methionine). D-n^vVde 
ucine) . D- b V/ h 7 T > (tryptophan) . D-;^ > (threonine) . D-^^:^ 

^^^(histidine) . D--7 a^ — ;l^r "7^ > (phenylalanine) . D-i^;V^ ^ > (glu 
tamine). tfzit:^tLh<Dmmi^X^y). i 0«Ft t < tiD-T^^>. D-feW 



ffiiE# 2003-30937 



^pfm2 0 0 2-2 9 8 7 0 1 ^-5^1 

[0 0 2 3] 

[0 0 2 4] 
[0 0 2 5] 

10 0 2 6] 

OiaS^lija^^^j t^l^:^ ^ tt ^ T ^ / m > 9 > -i^"- - ATB 0 , 
[0 0 2 71 

i^m^ i3 It ^ h {i > X. \tm^m^^U^^'^U%m (ant 

ibody-dependent cell-mediated cytotoxicity : ADCOtStt. 
^ (complement-dependent cytotoxicity : CDC) fSli^ - i: ^^'-t? ^ ^ 

o T^^B^tcisv^T. CDCfSi4i:t±1t#^l*.t^»^*?Sii4^^'*^- ADCCi&14 

[0 0 2 8] 
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^-v: 10/ 



nt protocols in Immunology, Chapter?. Immunologic studies in humans. Edi 
tor. John E. Coligan et al.. John Wiley & Sons, Inc. . (1993)^) o 
[0 0 2 9] 

(1) jLy:iL^^-mm.(r>mn 

(BA/N-7 ^ t^T!}-hm-m^mm\^. RPMii64o^*fe {GiBm±m)^r-fmMm^ 
;K^5xio6/mucpmL, ^ -mm^mut 

[0 0 3 01 

(2) ^#«<^Pm 

Baby Rabbit Complement (CEDARLANEttm) ^10% FBS^^^*fe(GIBC0t±^) l^T 
[0 0 3 1] 

(3) m^mm(omm 

mmmmmn. (AsPC-1. Capan-2^) =l:0.2mCi<o51Cr-sodium chromate(Amersh 
am Pharmacia Biotechtt^) tt^ i::.' 10% FBS^^DMEMi$itk'^'-e37t:tcTlB#F«1 

j^m'r^^ti.zi.y)mmn.mm-r^o mm^mm^. mm^io% fbs^^kpmiig 

[0 0 3 21 

ADCC?!^14. XUCBCm^mm^^ 0 o mcm^<om\^<Dm^l,t. 96 
'>aL;l/UJg7'V'- h (Beckton Dickinson=i±m)t^. U^M^t^ JfilT^/mh^^ 
;;^,^-^-ATB0,+tn;^^50Axl-roi)Di.> 7K±KXl5^mm.J^^^^^o ^^^ik 

. :ii-7xi^^-«i00;.i^inx.. ^m:^':^ ^ -i^-^-^BtF^^^-f 

;i>o *nl#O|?-Mf±0^/it±10yug/mlht- ^«tt> lOO/zlcoirf^HUiXL. 
iTZz-^ij^l^-^f-iOmklimO-OMk. MODEL D5005, Packard Instrument Compa 
ny^±mxWim^'^^m^-r^o ^«a^«tS'&(%)Ji(A-C)/(B-C)X100t'<J: I9^i6 
^^i::6>'-e§=;S>o Aii#^^^lci3tt^MtvStt(cpm). B{±1% W-^Q{^m±m)^ 
iinx./c^lCi3 It ^SC*f^S^ (cpm) . Q,\timmmU<D^^^tfW^(Dm^^^ (cpm 
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2002-298701 ^ ^-i^ - H/ 



[0 0 3 31 

CDC?§14cOi|lJ^c0^^ti. 96^^;V^^:/V-h(BectonDickinsontt^ 
[0 0 3 41 

PI«5#l'fiM{i'^^<. 7-yh*^t#> '^•9-^tn:#. i^^yv^nl^. ^> 

[0 0 3 51 

X ^; - - > ^-t ^ - ^^ ^ ^ » 

i^irJpm'iiU^^. ^J^t^.^'^-^^^;VX^fflv.fc^•^ (W098/46777 
[0 0 3 71 

/N^rU ^<^fP^^*> fchx.tf. ^)V7.v-^^yh<D^m (Kohler. G. and 
Milstein. C, Methods Enzymol. (1981) 73: 3-46 ) ^IC^ CT^f d ^ ^ 



miE# 2003-3093734 



^^2 0 0 2-2 9 8 7 0 1 ^ ^-v : 12/ 

[0 0 3 8] 

^mtji^^m^^^^ti)^'^-^^ m^i^^ Carl. A. K. Borrebaeck. James, W 
. Larrick, TOERAPEUTIC MONOCLONAL ANTIBODIES, Published, in the United Ki 
ngdom by MACMILLAN PUBLISHERS LTD. 1990#MS) o ^^S^lCli. ^^^^V 

'^(DmmkTb^hm.m^mm^m^^r^'^(Dn^mm imm) <^)cdna^^^i-^o 
m mm) *3-Ki-;2)DNAt^i§u z.fi^^m^^^-^^^^t^o tfzit 

. Jn:>f$:<7)Vli^^n-K-r^DNA^> ^mm^<^^)M^^is^m^^ ^ ^^^^ 

10 0 3 9] 

}.z?mLfzmm=^mM^M^i^. m^lf. (chimeric) tibM-fb ( 

Humanized) ^^r^^-^^^X^^o Clttt, O^^i^Q^li. SE^O^^^fflv^T 

\) . -Ti^ ;^ijt#0-BT^«=S: - Fi-^DNA^ \^ Y^W<r>^'^mM^ ^ - 

10 0 4 0] 

libM<k^#ti. (reshaped) t: h tn:>f^i: *>^.$ tt. hmcoWtlft 

tF, (CDR; complementarity determining 

region) htjL#:<^'ii«14^^1i^^^^L.fc ^> O^e^ 0 . ^(7)-^e^^^at 



miiE# 2003-3093734 



^|l2 0 0 2-2 9 8 7 0 1 ^ ^->^ *. 

U-J.^-^^M (framework region ; FR) ^^^-f^ 0: d t'^ti-b^^^DNASa^J 

-iJ:;&citicj:i9#'btt;2> c©ctH#fptBM^ii#-^EP 239400 . mmmni^m^m 

#-^W0 96/02576#B?.) , CDR^^LT^IS^^n.^ hJlt'^^^FRti. 

yiy^M,ry^^^^^(Or^ym.^W^\^'^'f^X^^ (Sato. K. et al., Cancer Res 
. (1993) 53, 851-856) o 
[0 0 4 1] 

tfz. \fi hiiL^<7)15l#:^'^4>^^tLTV^^o m^^t^ WN'^^in vitro 

^^^^^z.t^x-^h (#^^i-59878#Bs) , ^7t. \^Ymmu=^<^^'^^ 
m(7)\^Y^^^Mn'r^^t7b^'^-^^ (ii^#^mi^^§i#-^wo 93/12227. wo 

92/03918, WO 94/02602, WO 94/25585, WO 96/34096, WO 96/33735#HB) , :^ h 

92/01047, WO 92/20791. WO 93/06213. WO 93/11236. WO 93/19172, WO 95/014 
38. WO 95/15388^##l^-r^-^3«>^'C*i^o 
[0 0 4 21 



miE# 2003-3093734 



^^2 0 0 2-2 9 8 7 0 1 ^ ^-v? *. 14/ 

mmm.h\.x\t. d) m^^mmu. mk.\t. cho. cos. ^^n--^. bhk (baby 

hamster kidney ) . HeLa, Vero, (2) M^^M. Ty^)i^-J:^iS^ 

mmmu. ^^v^i±(3) ^^mu. m^^^t. sf9. sf2i. Tns^^ii'^^^^'bttrv^ 

ho M^^iahL-Cii. ^n-T^^T"^ (Nicotiana) -^Jx.(f ^ ^ 7- ^ T"^ • 
^/>^:;57A (Nicotiana tabacum) ^bttTiS *) . C:tt=Sr*;VX^« 

i-ttffiv^o «^J!afcfrii> •y:^n^-tx (Saccharomyce 

s ) -^Jx-if-^-'y ^n^-feT. • -IrVev'J^ (Saccharomyces serevisiae) . :^ 
t^cB. -^Jx-t^. t;^-^;^'^^^^^ (Aspergillus ) ^> >E?!lx.if t:^^:^^^^;^ • ^ 

(Aspergillus niger ) t^}^if^h^X^^-h o ^ 

Mmu^m^-^n^^ii^^^o mmmu^\^x\^. (e. coh) . tt^m 

U 5^«^m$ttfc^)!a«:in vitro-e^^l" ^ - ^ fr- ^ JQ^^L^^TS^tf^tt^o 
[0 0 4 3] 

'm-h^^m^^^'^^^^^^^^ :2^^§gicioit^ ri7L«^#j i^-^ttt^o 

85%. L<{i:iJ-^^< i:^90%. ^ t-C. :^^fiF^ U < i*^!'^'^ < ^ 

^> 95% «?5 r ^ y m@a^J^i!^i4 1 li^^^^^-r ^ r ^ / "mm t m% 

[0 0 4 4] 

t fz. :^^m<D±mm.Witr ^ y m > 9 >^ ^ - A T B 0 , + >5^ >'/^•^ ® 

t:'^oT*>J:v^o m^if. ijLi^(Dm}^t\.Xii. Fab. F(ab' )2. Fv. tfzitRm 
i,L<ltm<DFvi^m^^^) >^-xm^^^fziyy^)V^:-^ >Fv(scFv)7&^'^ 
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2002-298701 ^ ^-v*. 15/ 

> ^ - -em^ $ -t^r/i ~> > :n ^ ^Fv (scFv) . n - Ki" ;S ^{ST- 

^^m-^^^^-i^SA^. mm^j:m^mm.x-^^^^^m^i^^ co. m. s. et 

al.. J. Immunol. (1994) 152. 2968-2976. Better. M. & Horwitz. A. H. Met 
hods inEnzymology (1989) 178. 476-496. Academic Press. Inc.. Plueckthu 
n, A. & Skerra. A. Methods in Enzymology (1989) 178. 476-496. Academic P 
ress, Inc.. Lamoyi. E. , Methods inEnzymology (1989) 121. 663-669. Bir 
d. R. E. et al.. TIBTECH (1991) 9, 132-137«s)o scFvfi. ^5l#^0HIIV^J^ 

tmmnt^^f^-r^^tKx^ni^^^o ^(T^scFvicisv^-c. wAmmtL 

mmmit. ^tL<ti-^r^KU>:^-^^t-C^^$ttS (Huston 

. J. S. et al.. Proc. Natl. Acad. Sci. U.S.A (1988) 85. 5879-5883)o scFv 

in2-19^S;&-^'S:;i,^#.<7)-:$:m^-/^ Wffiv^'btt^o scFv^n^ K-f^DNA 
-ItTitHiSi-^-fclCit^^^btt^o tfz. -H.scFv*=i-K-r^DNA^^~fpm$tL 

-^ifeict^oTscFv^w^-t^^'-ei^o citL.bo^#©fit{i. m^iinm^L.-^ 
(PEG) m<o^m.^^t^'^\^fz^w^^m-r^ 

[0 0 4 51 



{liaE#2 003-3093734 
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16/ 



^hK. z^mm-Ci^m^i^^^mtllM^mmJii^ (bispecific antibody) 

-e^, o T ^> J: v>o zim^mntjumi r ^ / m > ^ > ^ ^ - ate o , +^^_ho 

[0 0 4 6] 

m^<^ ^ n t-^m. M^^M^^w^^^ ^-^^ ^ "^'^^ n<^muxm.^ ^ f^x 

t^X^h (Antibodies A Laboratory Manual. Ed Harlow. David Lane. Cold Spr 
ing Harbor Laboratory, 1988) o 
[0 0 4 7] 

JrL#:<7)titj^.^^?S14 (Antibodies A Laboratory Manual. Ed Harlow. David U 
ne. Cold Spring Harbor Laboratory. 1988) (^iSiJ^t^i*^^<^^^^^^-^^ ^ 

hn^x^^. m^^^. ELisA mm^^^mm^^^) > eia mn^^m^^ 

[0 0 4 81 

L-rt±. -^Jx-t^. ^:r.:^Y^^^^l^y'Uy^^l^^^m. ELISA ( 

^^^-^^^n^*^^^) > EIA . ria (ifest^^stau^^) . 



tiiliE# 2003-3093734 



=0 2002-298701 ^ l 17/ 



[0 0 4 9] 

^^^•/•f-m^b'^tJ. ^^fe^T-^b-^t/. ^tL;i,o T 

^fzjtmtLx. mM^tLx^mm.m:.mm^^^^t:^^x^^o co^^ic 

\^xnhftfzr^ym.h'7>:^^-^-ATB0.-\-^z^^-r^it^^:^^h. 2^ 

b ^ > y?. >H - ^ - A T B 0 . + o ^^atg ^ ia# t- ^ ^ It m i- ^ - i: 55-^ 

[0 0 5 01 

LT}±> ^Jx.if. r^ymb^>^'3^°~-^-ATB0.+^n-K-r^DNAtfc{± 
mRNA<^V^-rtt;6>om^tC/N-f -TU Xir :hr ^^-^^ ') =f^^U:^^ 



ailiE# 2003-3093734 



^^2 0 0 2-2 9 8 7 0 1 ^ ^-v : 18/ 

[0 0 5 11 
10 0 5 2] 

:^^m<r>munmmmmi.. munm^nm-t^mm.. m\z.-kmm^^^^^^^ 

[0 0 5 3] 

^^UaiCiS It ;6 T ^ y M b ^ > ^ ^ - A T B 0 . + co^^J*. ^SfiU^tl^^ 

y ^ > ^ >^ 'J^'- ^ - A T B 0 . + ^ ^«itiff ^ i" ^^^^ 

it. m^m'ATB 0 , +[zmmmz^^\^mmmmKnLx^m^^w<:>mm 



mijE#2 003-3093734 
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^-v?: 19/ 



10 0 5 4] 

^^P^^ ^^^i> ^^^^^ mmim. m^n. mmnu mnn. 

^ ^ o 

[0 0 5 5] 

m^onu ^ - 1 i)^x ^ ^ o 

[0 0 5 6] 

^^atbrti. m^^t. -[llfr::o§#:mikg*^^^0.0001mg;&^^1000mg«^ 
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y^^-v : 20/ 



(|?Ox.tf. Remington's Pharmaceutical Science, latest e 
dition, Mark Publishing Company, Easton. U.S.A) , E^fitlllf^^W^ tt^S# 

[0 0 5 71 
10 0 5 81 

( 1 - 1 ) ^mk(omW: 

^^<Di.ymmfmi:y). isogen ^^^^^i^-y^ . ^^v.tmw (mw 
trogeni=±) ^m^^>x. ^tfi^^o ^ '-mm<Dmmm^^mm^^^tot^i 

. : A549. NCI-H460> NCI-H23. NCI-H522 

- i<mm : HT-29. LS 174T. COLO 205. LoVo> SW620 

• %mmmm : MCF?. MDA-MB-231> ZR-75-1. BT-474 

. ^jiB^^^» : DU-145. PC-3. LNCap.FGC. 22Rvl 

. &M.mmnm : BALL-U P39/TSU. KU812. CCRF-CEM. JOK-1 

. -yy ^-^mBM : Daudi. EB-3. Ramos. P3HR-1 

. mmmmm.m : BxPC-3. Capan-U MIA PaCa-2. PANC-K AsPC-1 

[0 0 5 91 
( 1 - 2 ) RT-PCRI#'^ 

JilHO^RNAJ: *). superscript™ First-Strand Synthesis System for RT-PC 

R (iLitrogen^±) ^ffiv^. ^ ^mm^mm^^^^mm^^^^ immm^^ 

rnVtZo m^^Ri^S^^^^^^-^-^^-^^^^^^^'^T (12~18mer) ^M^^fz. d 
OcDNA<^-^^ilM^U l^hATBO.+it^S^l'J^W^^^^-^-^^^^ 
-C. iirf<D^i^KX l9PCR^^^^f ofco 
[0 0 6 01 
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^^02 0 0 2-2 9 8 7 0 1 ^-v : 21/ 

• TaKaRa ExTaq (TaKaRatt) 0. 3 L 

• TaqStart™ Ant ibody (CLONTECH^t) 0. 3 /u L 

• lOx ExTaq/^^ y V 7 - (TaKaRatt) 3 L 

• 2. 5mM dNTPs (TaKaRatt) 2. 4 L 

30 /zL 
10 0 6 1] 

•94^. 26^ (94'C> 30#-68'C. 2:55-) x 35-9-'f ;V^72'C. S^S^ 
[0 0 6 2] 

• Dl : 5'- cag ttt cag ttt gga gga ttc ttc -3' (@H^j#-^ : 1 ) 

• D2 : 5'- tta etc cag tct cat tea ttc cac -3' (IB^iJ^-^ : 2 ) 
.D5 : 5'- ctg ctt ggt ttt gtt tct cct tgg -3' iMM%^ : 3) 

D6 : 5' - aat cat aca eca gcc taa age aac -3* (iE^J^-f" : 4 ) 
[0 0 6 3] 

?cR<D^^^mi^^7r^vfzo -^mmmms^ (v->5-9) (d^%. m (Hr-29 
. LS174T) 'r:^m^^^mmi^htifzo tfz. Lovomm^x- ^mm<7)^^^^^^ ^ 
fifzo %mmmm (v-vio-13) -ea. ^x<Dmn^r-mo,+(Dmmmi^^^ 

, ^<:7)^-^MCF7tBT-474T'?tv^^?S:aW.i6^tt/to mM.mmM5W (^->'27-31 
) <0 9^. 2^ (BxPC-3. Capan-1) X^l^y^^^m^m^hfLfzo ^l±heterogeneou 

[0 0 6 4] 

C^-^J 2 ] L-2-Pheny IglyeineO H h :^fli^*SW60. HT29i3 i: Xf%mmCF-7 

KM-r ^ mnmmmnmm 

lr.2-y v>(phenylglyeine)ti5tV^ATB0 . +iStt?r^-r-f ^/hMJ 

ttiiEijf 2003-3093734 
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=?-mmx-m^X(7)\^r ^ ^ > (alanine) ^ XXn^y ^^J^T "7 ^> (phenylalanine) 

-eab;g>h#x.f>tL^(Hatanaka et al. 2002. J. Pharm. Pharmacol. )o L-2-y ^ 
-yy^^0%FSS^1s^mX-mm\^. 20inM h-2-y ^ )^ ^ v^>vtT^=S:P^ 
Lfzo mittLXitSmO, irr29. i::{iIMDM^. MCF-7t::{±RPMI=J:fflv-/::o l^ti. d 
<Dm^^mmX^mi^X2^ 0.2. 0.02i^hmzO.Q02ML-2-y^^)\^^Vz^>m 

[0 0 6 51 

l:b^M^1*SW60. HT29^i:t>'?L^WCF-7^^*fe-e^tL^tUX106. 1.6X10 
6. l.exioe^ia/mLlcP^LfCo C:<7)^-^?^25;«L/well (-e^-PttlXloS. 4X1 
04. 4X104^fla) ^^ib^-Ca612% FBS^^tf:^^ 25;aL/well =S:i^Jn UTiSV^/i 
96weliyi^->t^#i^ 50//Lc^L-2-Phenylglycinev#?t=S:T3sl]nU^Co 5% C02-r 
>i^^^-3^-T-:^«L. ^«40aiC-^^fla^^mS assaytr^S^bb/co 
[0 0 6 6] 

!2I 2 [zmmmm^mm^^Tf^ Ufco SW60ll*3V>Xf±L-2-PhenylglycinelC J: ^ 

^^tj:mmmmnmi)m^^ti'rzo m29i,zi^n^mm,^mmmitio^yi L-2-Phenyi 

glycine:??:&T-t:^ltlO%^^b. ^Wl^5tLf^o MCF-7lci3frt^ Wa^^^WJ^ilinM 
L-2-Phenylglycine#^T-e^lO%T-^ o fco 
[0 0 6 7] 

RT-PCROl^^^^'b. MCF-7i3j:mrr29T'{±ATB0.+(7)^m^-1i;<. SW60fr'i3V..T 
iiATBO.+JiltmPl^iaXT-e^ofc (HI) o mJiJ:«9. L-2-yT^JV^Vz^>^^ 

[0 0 6 81 

lanm^^i^Ji- ^^^^^^^ ^ - ^ ^ tL/::o ^ tLtc J: 19 T ^ y m > ^ > :^ ^" 
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f|pM2 0 0 2-2 9 8 7 0 1 ^ 

10 0 6 9] 

SEQUENCE LISTING 
<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 
<120> Agent for inhibiting cell proliferation 
<130> C1-A0222 
<160> 4 

<170> Patentin version 3. 1 

<210> 1 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 
<400> 1 

cagtttcagt ttggaggatt cttc 



<210> 2 
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<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 



<400> 2 

24 

ttactccagt ctcattcatt ccac 



<210> 3 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 



<400> 3 

24 

ctgcttggtt ttgtttctcc ttgg 



<210> 4 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 
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2002-298701 
<223> an art i f i c i al iy synthes i zed pr imer sequence 
<400> 4 

aatcatacac cagcctaaag caac 
^1) o 



1^1] 



TCP 1 
TCP 2 
TCP 3 
TCP 4 
■ TCP 5 
TCP 6 


A549 
NCI-H460 
NCI-H23 
NCI-H522 
HT-29 
LS 174T 


Lung TCP 14 
Lung TCP 15 
Lung TCP 16 
Lung TCP 17 
Colon TCP 18 
Colon TCP 19 


DU-145 
PC-3 
LNCao.FGC 
22Rv1 
BALL-1 
P39/TSU 


Prostate TCP 27 
Prostate TCP 28 
Prostate TCP 29 
Prostate TCP 30 
Leukemia TCP 31 
Leukemia 


BxPC-3 
Caoan-I 
MIA PaCa-2 
PANC-1 
AsPC-1 


Pancreas 
Pancreas 
Pancreas 


TCP 7 


COLO 205 


Colon TCP 20 


KU812 


Leukemia 




TCP 8 


LoVo 


Colon TCP 21 


CCRF-CEM 


Leukemia 


TCP 9 


SW620 


Colon TCP 22 


JOK-1 
Daudi 


Leukemia 
Lvmohoma 


TCP 10 
TCP 11 


MCF7 
MDA-MB-231 


Breast TCP 23 
Breast TCP 24 


EB-3 
Ramos 


Lvmohoma 
Lymphoma 


TCP 12 
TCP 13 


ZR-75-1 
BT-474 


Breast TCP 25 
Breast TCP 26 


P3HR-1 


Lymphoma 



^^i"liI"t?2b^o 




V : 25/E 



miE# 2003-3093734 




tbliE# 2003-3093734 




aiiE# 2003-3093734 



^^#^2 0 0 2-2 9 8 7 0 1 ^ ^->? : 

mm 

B 0 . +<7)fs&^pfi^i-^ ^ h j; 15 . mmmm-^mw l 9 -s* - ^ ^ ot*^ 



miE^ 2003-3093734 



a^m2 002-298701 



m m A m m m m 



m^m-^ [000003311] 

1 . m^^B B 199 0^9^50 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the appHcant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 



REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 
□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




